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Claims Nos.: 
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Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



Claims Nos.: 

because they arc dependent claims and arc not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of 
any additional fee. 

As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 
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restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
Part of claims 1-6, 10, 12-19, 23, 24 and 36-42, and claims 9 and 22 



Remark on Protest 

the 



'the additional search tees were accompanied by the applicant's protest and, where applicable, 
payment of a protest fee.. 

The additional search fees were accompanied by the applicant's protest but the applicable protest 
fee was not paid within the Lime limit specified in the invitation. 

I x I No protest accompanied the payment of additional search tees. 
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Continuation of Box No. Ill of continuation of first sheet (2) 
^Concerning unity of invent ion> 

A . Part of claims 1-6, 10, 12-19, 23, 24 and 36-42, and claims 9 
and 22 relate to a pharmaceutical composition containing a salt and 
sc (Fv) 2 . 

E. Part of claims 1-6, 10, 12-19, 23, 24 and 36-42 relates to a 
pharmaceutical composition containing an aminosugar and sc(Fv)2. 

C. Part of claims 1-6, 10, 12-19, 23, 24 and 36-42 relates to a 
pharmaceutical composition containing a sugar alcohol and sc(Fv)2. 

D. Part of claims 1-6, 10, 12-19, 23, 24 and 36-42 relates to a 
pharmaceutical composition containing an amino acid and sc(Fv}2. 

E. Part of claims 1-6, 10, 12-19, 23, 24 and 36-42, and claims 7, 
8, 20 and 21 relate to a pharmaceutical composition containing a pH 
adjuster and sc (Fv) 2 . 

F . Part of claims 12 and 36 , and claims 11 and 25 relate to a lyophilized 
formulation containing sc(Fv)2. 

G. Claims 26-3 5 relate to a method of suppressing isomerizat ion of 
an active ingredient in a pharmaceutical composition. 

H. Claim 43 relates to a screening method for a substance that 
suppresses an isomerization reaction of sc(Fv)2. 

The pharmaceutical composition containing sc (Fv} 2 which is a matter 
common to A and B-F is publicly known as described in, for example, 
the document (COCHLCVIUS B , Treatment of human B cell lymphoma xenografts 
with a CD3 x CD19 diabody and T cells, Journal of immunology, 2 000, 
Vol. 165, No. 2, pp. 888-895). 

The pharmaceutical composition which is a matter common to A and 
G is publicly known without referring to documents. 

Accordingly, the matter common to these falls into the category of 
the prior art, therefore, this is not considered as a special technical 
feature. Further, there is no other common matter which is common to 
all the claims and considered as a special technical feature. 

H is not a method of producing a substance that suppresses an 
isomerization reaction of sc(Fv)2 such as a salt or an aminosugar, or 
a method using these substances. Further, there is no suggestion that 
relating to a specific structure of a compound required for suppressing 
an isomerization reaction of sc(Fv)2. Accordingly, there is no single 
general inventive concept between A and H. 

Thus, the number of inventions contained in this application is 8. 



Form PCT/TSA/210 (extra sheet) (April 2005) 



119 



EP1 925 319 A1 



REFERENCES CITED IN THE DESCRIPTION 

This list of references cited by the applicant is for the reader's convenience only. It does not form part of the European 
patent document. Even though great care has been taken in compiling the references, errors or omissions cannot be 
excluded and the EPO disclaims all liability in this regard. 



Patent documents cited in the description 



JP 6306800 W [0014] [0017] [0037] [0037] [0037] 

[0037] [0119] 

US 3773919 A [0063] 

EP 58481 A [0063] 



EP 1 33988 A [0063] 

JP 2001523971 A [0144] 

WO 200556604 A [0268] [0268] 

WO 9219759 A [0290] 



Non-patent literature cited in the description 

• HUDSON et al. J. Immunol. Methods, 1 999, vol. 231 , 
177-189 [0002] [0027] 

• Protein Engineering, 1 993, vol. 6 (8), 989-995 [001 3] 
[0262] 

• Protein Engineering, 1994, vol. 7 (8), 1027-1033 
[0013] [0262] 

• Journal of Immunology, 1994, vol. 152, 5368-5374 
[0013] [0027] 

• Journal of Immunology, 1995, vol. 154, 4576-4582 
[001 3] 

• PNAS, 1 995, vol. 92, 7021 -7025 [001 3] 

• Journal of Molecular Biology, 1 999, vol. 293, 41 -56 
[001 3] 

• Protein Engineering, 2001, vol. 14 (10), 815-823 
[0013] 

• Journal of Molecular Biology, 2003, vol. 330, 99-1 1 1 
[0013] 

• Protein Eng Des SeL, April 2004, vol. 1 7 (4), 357-66 
[001 3] 

• Clinical Cancer Research, 2004, vol. 10, 1274-1281 
[0013] [0032] 

• int. J. Cancer, 1998, vol. 77, 763-772 [0013] 

• Blood, 2005, vol. 1 05, 562-566 [0013] [0231] [0242] 

• Int. J. Pharm., 2005, vol. 289, 1 -30 [0015] 

• Int. J. Pharm., vol. 185, 129-188 [0015] 

• Biochemistry, 1 999, vol. 38, 1 3960-1 3967 [001 6] 

• Science, 2003, vol. 299 (561 1), 1362-7 [0016] 

• Biochemistry, 1 996, vol. 35, 1 897-1 903 [0016] 

• PLUCKTHUN.The Pharmacology of Monoclonal An- 
tibodies. Springer Verlag, 1994, vol. 113, 269-315 
[0028] 

• Protein Engineering, 1 996, vol. 9 (3), 299-305 [0033] 

• Remington's Pharmaceutical Science. 1980 [0063] 

• LANGER et al. J. Biomed. Mater. Res., 1981 , vol. 
1 5, 1 67-277 [0063] 

• LANGER. Chem. Tech., 1 982, vol. 1 2, 98-1 05 [0063] 

• SIDMAN et al. Biopolymers, 1 983, vol. 22, 547-556 
[0063] 

• Pharm. BiotechnoL, 2002, vol. 13, 1 09-33 [0067] 

• Int. J. Pharm., 2000, vol. 203 (1 -2), 1 -60 [0067] 

• Pharm. Res., 1 997, vol. 1 4 (8), 969-75 [0067] 



• J. Pharm. Sci., November 1 998, vol. 87 (1 1 ), 1 406-1 1 
[0067] 

• Mol. Cell Biol., 1 988, vol. 8, 466-472 [0071 ] 

• Current protocols in Molecular Biology. John Wiley & 
Sons [0071] 

• Molecular Biology. John Wiley & Sons, 1987 [0072] 

• Strategies for Protein Purification and Characteriza- 
tion: A Laboratory Course Manual. Cold Spring Har- 
bor Laboratory Press, 1996 [0085] 

• Hormones and their Actions. New Comprehensive 
Biochemistry. Elsevier Science Publishers BV, 1988, 
vol. 18B, 1-46 [0094] 

• PATTHY L. Cell, 1990, vol. 61, 13-14 [0094] 

• ULLRICH A. et al. Cell, 1 990, vol. 61 , 203-21 2 [0094] 

• MASSAGUL J. Cell, 1 992, vol. 69, 1 067-1 070 [0094] 

• MIYAJIMA A. et al. Annu. Rev. Immunol., 1 992, vol. 
10, 295-331 [0094] 

• TAGA T. ; KISHIMOTO T. FASEB J., 1 992, vol. 7, 
3387-3396 [0094] 

• FANTL Wl. et al. Annu. Rev. Biochem., 1993, vol. 
62, 453-481 [0094] 

• SMITH CA. et al. Cell, 1 994, vol. 76, 959-962 [0094] 

• FLOWER DR. Biochim. Biophys. Acta, 1999, vol. 
1 422, 207-234 [0094] 

• Cell Technology handbook series. 1 994 [0094] 

• SIMON, S. et al. Blood, 1 990, vol. 76, 31 -35 [0095] 

• D'ANDREA, AD. et al. Cell, 1 989, vol. 57, 277-285 
[0095] 

• FUKUNAGA, R. et al. Proc. Natl. Acad. Sci. USA., 
1990, vol. 87, 8702-8706 [0095] 

• FUKUNAGA, R. et al. Cell, 1990, vol. 61, 341-350 
[0095] 

• VIGON, I. et al. CELL, 1992, vol. 89, 5640-5644 
[0095] 

• SKODA, RC. et al. CELL, 1 993, vol. 12, 2645-2653 
[0095] 

• ULLRICH, A. et al. Nature, 1985, vol. 313, 756-761 
[0095] 

• SMALL, D. et al. Proc. Natl. Acad. Sci. USA., 1 994, 
vol. 91, 459-463 [0095] 



120 



EP1 925 319 A1 



GRONWALD, RGK. et al. Proa Natl. Acad. Sci. 
USA., 1988, vol. 85, 3435-3439 [0095] 
UZE, G et al. Cell, 1990, vol. 60, 225-234 [0095] 
NOVICK, D. et al. Celt, 1 994, vol. 77, 391 -400 [0095] 
KABAT EA et al. Sequence of Proteins of Immuno- 
logical Interest. NIH, 1991 [0147] 
J. Mol. Recognit, 2003, vol. 16, 113-120 [0148] 
[01 64] 

HOEDEMAEKER et al. J. Biol. Chem., 1997, vol. 
272, 29784-29789 [0179] 

Pharm. Res., 1994, vol. 11 (5), 764-771 [0202] 
[0213] 



• Acta Pharmacofogica Sinica, 2005, vol. 26, 649-658 
[0283] 

• Protein Sci., April 1997, vol. 6 (4), 781-8 [0289] 

• SATO K. et al. Cancer Research, 1993, vol. 53, 
851-856 [0290] 

• NIWA et al. Gene, 1 991 , vol. 1 08, 1 93-200 [0290] 

• HIBIetal. Cell, 1990, vol. 63, 1 149-1 1 57 [0299] 

• HIRATA et al. FEBS Letter, 1994, vol. 356, 244-248 
[0299] 

• YAMASAKI et al. Science, 1 988, vol. 241 , 825-828 
[0301] 



121 



